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KRAP (KRAS-induced actin-interacting protein) (. EICHEWVWTERERT S EERFELELTEANEELT:
PFTHD, £z, RAPREIVREZRAVZINEFTOMRMTICEY . KRAP NEBEHNLGLEEED I RILF—
EEEFEICSVWCTEELGRBIER-TLEHALHICL, B - BRFZEMDFE L TOTESESLRIE
LTEf=, LML, KRAP EEHEICET IHMRIIERTH o=, COE. HAIF KRAP FEEEB L LT
BAEEERDLCILLAFTOFvRILTHDA/ ¥ b—IL 3 U (IP3) ZHIK(IP3R) ZRE L1z, IP3R
X 3BOYTRAA T L5773 )—%2BRL, YIT24TFICk Y FHEME - HIERNIAARLLZ &
DRESNTLNS, EEREWNT &IC, KRAP EEBMICHEERT S IPRR H T2 4 Jid, HBOEEICKI ST
ERLQUY, FEBTREY T4 T 1,28, BRETIEY T4 T 2,3 LEMICHEERLTWASZ EABHLMIC
Tot=e Ff-. ChoDHEEREESEZF - ERMEBTE., HRANOGATHLELEEGEICRELT
Wz RIEBZEEXREZAVEERICEY., KRAP EB L IPRR EEHOWMEOHEEERICHER KA UHRTE
Sh. SHICHEBMIETO KRAP FHIRIMFIE IPRR DoDAILS I LA F UBREERBIELI LML,

KRAP-1P3R DB E/EAITYIER - WEEM L RETHAHZ EMNEEAS N =, 1=, KRAP RIEY I XHHET
DEFE KRAP RIEE L UEEMBE TO—BMD KRAP RIFIMFIN, ThEFN IPBROBERE XSS
Lf=C&M. KRAP (&IPSR O EEEGHRANBELZHIET S LT, £ENG IPSHNMEDOHILS DL
A A VRBZERT DOV FILGEICTEETEHIDEEZOND, SEO KRAP EB#EEICEAT HMR(E.
HEAAILSDLAA VHHERBEEHIVTELEOMICERGERABTETSIZLEZRETEHHLDT
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S AEREGB Determination of the critical region of KRAS—induced actin—interacting protein for the

2 interaction with inositol 1,4, 5—trisphosphate receptor.
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S AEREGE KRAS—induced actin—interacting protein regulates inositol
2t 1,4, 5-trisphosphate-receptor-mediated calcium release.
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S EREGB KRAS—induced actin—interacting protein is required for the proper localization of
2 inositol 1,4, 5-trisphosphate receptor in the epithelial cells.
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KRAS-induced actin-interacting protein (KRAP) was originally identified as a cancer-related molecule, and is
involved in the regulation of whole-body energy homeostasis and pancreatic exocrine system. However, the
molecular functions of KRAP remain elusive. We herein identified IP;R as an associated molecule with KRAP,
and the association was validated by the co-immunoprecipitation and confocal immunostaining studies both in
the mouse tissues and in the cultured cells. It is of note that KRAP-IP;R complex resides in a specialized
endoplasmic reticulum (ER) but not a typical reticular ER. The NH,-terminal amino acid residues 1-610 of IP;R
and two consecutive phenylalanine residues (Phe202/Phe203) in mouse KRAP are indispensable for the
association. Intriguingly, the KRAP-knockdown in HeLa cells or the KRAP-knockout in the mouse tissues,
liver, and pancreas, impair the subcellular localization of IP;R, suggesting that KRAP regulates the proper
subcellular localization of IP;R in the epithelial cells in vivo and cultured cells. Moreover, KRAP-knockdown
diminishes ATP-induced Ca’" release in the cultured cells and the ATP-induced Ca®’release is completely
quenched by the pretreatment with the IP;R inhibitor but not with the ryanodine receptor inhibitor, indicating
that KRAP regulates IP;R-mediated Ca’" release. Thus, KRAP physically associates with IP;R to regulate the

proper subcellular localization and the IP;R-mediated Ca®* signaling.




